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0 [if:^^8] iL-6ryi(^-:^hmi-6^^mzM-t^^:f^^mi^^r::.it 
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[0 0 0 1] 

[0 0 0 2] 

^ IL-6«B mMS^2 (BSF2) fe^V^^i>r>^-Val□>/3 2 i:=bI^?S;$tl 

tLX^Mi^tl (Hirano, T. et al., Nature (1986) 324, 73-76 ) , ^0^. 

m^(Dms^o)mmizmm^mt'r0'mm^-( hA^yx$>^z:ti!}^m^if)Hzt£^ 

f- (Akira, S. et al.. Adv. in Immunology (1993) 54, 1-78) „ IL-6ld:, T U 

y f^^^mmo^wcmvc^mm-t ^z.iLis^m.^-^t\.x\^^ dotz et ai., j. exp. 

Immunol. 18: 1253-1258, 1988) „ 
[0 0 0 3] 

^ , IL-6A^^^-r^:9^^^»^80kD®y:^f> K^^'[4ge«®IL-6^^#:T^§o IL 

-6^^^«, mmm^n'^\^xm^m±.\zn^-t^m^^m.a^mz^ ^\z^(Dm 

SKgplSO T'feSo IL-6i:IL-6^^fz|sliIL-6/IL-6^W#:^'^#:$:?^figL, ^>^CV^ 
Tgpl30 i:^^1-^-i:lCj:tl, IL-6(Z>^#i^6<;?§'ft*^MP^lC'eM$tlS (Ta 
ga, T. et al., J. Exp. Med. (1987) 166, 967 ) „ 
[0 0 0 4] 

IL-6T>^:J->1 hii, IL-6©^^^69?Stt®^^$:|®«-r-5#JKT'fey, Z. 
tl^T'tC, IL-6}C^-rsm^ (miL-em^) , IL-6^^#:lC^-rS^#: (Jn;iL-6 
S^^^^) , gplSOJC^-r^Jn;^ ($tgpl30 m#:) *^^e>tlTV^S. ^fc, 
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(DmiZ. HI^#i^aiM^li#-^WO 95-00852 , Hl^#ff ffiM^^#-^WO 95-1130 
3 , ffl|^4tffmM^^##W0 96-34104 , ffl|^4tfFffiS<i;5B§#-^WO 96-18648 . 
BII^#fFmM^^#-tWO 96-17869 , ^^^^7-324097, i(tgg5i28-311098lCg|3t$ 

[0 0 0 5] 

mi-e^^ii^tfLmzmhXit. V^<o;^)^©^^*'^fe-£> (Novick, D. et al., H 
ybridoma (1991) 10, 137-146 , Huang, Y. W. et al., Hybridoma (1993) 12, 

694767, ^H#ffF#-^OS 521628 ) „ ^(D—^-V:^^^'^:^tfii^?^-l (Hirata, 
^ et al., J. Immunology (1989) 143, 2900-2906 ) (Dffiffitt^^M^ (CDR ) 

#ffFffiM<^^#^WO 92-19759 ) „ 
[0 0 0 6] 

#<©ga:$fc3S3^S-^T v;l/^-^B^c^v^T> #^®mMfe^^t-s 

e^tiTVASo M^li. ^m^m^tmVii^:r.Vy^m^^>^'^^ (Zhang, J. et 
al., J.Exp.Med (1994) 179, 973-984 ) , S}£ oB^X-itSUB (Nussenblat 

t, R.B. et al.. Am. J.Ophthalmol ( 1980) 89, 173-179 ) , ^^^^lS^0kXlt 
0 i^-n3^*n:/U>, rh^f-^J&m^Vitlk^. ^'-tS^E (Kubota, Y. etal., 
J.Dermatol (1993) 20, 85-87, Kondo, N. et al., J. Allergy Clin. Immunol 

(1993) 91, 658-668) , JlMMil^t^T'liMffi, ^-f;!/:^. :*tf:&i:\ 

[0 0 0 7] 
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o 

[0 0 0 8] 

rn 0 o Qi , 

:^Hmii^r^> ^hiL-6^mmzM-t^'^j^U'-i-;vtfLi^^mnm^in^x 
^mt^mm mmm^mm(Dj^mtr^itmmmizm't^o 

0 T-^^-r^^f^T mmm^mm.cD'^m^t^i-iimmmizm-t^o 

[0 0 10] 

mtr^it^mMizm-t^. 

tt=.itmmmizm-tSo 

:^nmit^t^. iL-6^mmzM-t^^:f^^mi^tt=.it]:i hm^ttfii^^mM^ 
t bx-^mt^mm mmm^mmcD'f^m^r^iim-mMizm-t^o 

^ig^tt^fe, t hmm-mi^timnm^nLx^m-tsmm mmm^m 
Bo'f^mtr:iitmmmizm-t^o 



4 



mU^^ 10-3038189 



9-068467 

si£om^. ^^^v^Bifk. mm^mm&. mm,^&m0kt.t^itr h^f-^ 

-So 

[0 0 11] 

1. lL-6 y> rf— X h 
ail J; tJf?^*^ ^ t) V ^ , 

Ui^. ^gpl30 IL-6a|c^#:, ^-2> V^^iIL-6^ ^t^IL-G^^^^BP^J^^T^^^ 

[0012] 

1-1. stiL-amf^is 

®*^$>-&o z:(Dm^«IL-6i:5g-^-tSr2llCj: IL-6(DIL-6^^^ic^©M-a-$: 

las b T I L-6 © » ^ jffl jia /s (D -gM & ii »T s -e ^ -5 c 

Z:<Dj:^^^#:i: brii, MH166 (Matsuda et al., Eur, J. Immunol. (1988 
) 18, 951 -956) ^SK2 Jtl^ (Sato, K. et al., 11210 B^^^^^B^> 

#^13^(1991) 21, 166) mff^mf^n^o 

[0013] 
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1-1-1. iL-6 (Dmm 

[0014] 

(O mi^irim t. L X ^PS ^ H hlL-6\t. Eur. J. Biochem (1987) 168, 54 
^ 3 , J. Immunol. ( 1988) 140, 1534 , fe€> V^^iA^gic. Biol. (1990) 54, 2685 

IC $ tl I L-eae^/ T ^ y ^IH^J M V > S 3 J: o T # e> -5 o 
[0 0 15] 

1-2. mL-6^mi^m<^ 

^m^(D=^ji7u—r;vmi^tLxit. y\>f:fv ]^-^izm&^n^%(D. is^ 
xj^m^'^-ji^m^miz ^ »j mi'^m^'f- ^^ti^m^ ^ ^ - xmmm^ l tc 

M^$tl-2>t;®;6^^S„ ^®^#^ttIL-6^#^ilM-^-r-5Z:i:{Cj: IL-6CDIL 
[0 0 16] 

^® UTtt, MR16-im*js (Saito, et al., J. Immunol. (1993) 

147, 168-173) , PM-1M#: (Hirata, et al., J, Immunology (1989) 143, 2900 
-2906 ) , AUK12-2 0 tfO^. AUK64-7 V^^iAUK146-15 tfii^ (H^#ffm 
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<i:i^##WO 92-19759 ) J&if *^#lf e)tl'5o Zl tl ^ t> T% #lC^f^bV%m 

^XH^^gifSfgm (^Mmo<«r&*l TSl #3 -^) IC, 5|Z^2 ^7 ^lOHC 
, PERM BP-2998i: bT>^^*^>^ h^f^lC^^^HI^WK^tlfeo ttci. MRlB-im 

K-V^BS^liRat-mouse hybridoma MR16-li:LT. ¥^9 ^3 
JlSHlCXHS^^^^X^XmS^W^miCFERM BP-5875i: bTWfE^tlfco 

[0 0 17] 

1-2-1- IL-6 



x=x 



[0 0 18] 

^flsfi^tcii. ^5^;IL-6^^^^:t^;#:S:'f^^•r■g>^ctt?^(^>i:e)^c•rtl^^a:v^. mx\t 

-^EP 325474 IC, •7^::^>IL-6^^#:liH2js:#fFmM^gl«-^#^¥3-155795lCiM 

%)CD (nr^'l4lL-6^^#:) (Yasukawa, et al., J. Biochem. (1990) 108, 673- 
676 ) i:®ZlSM*^fe-5o «r^'I^IL-6^^{*:i^:#:MJi&]^^C^-^LTV^SIL-6^ 

^ MflS Milic *^ ^ m b T V > -5 il^-^M I L-6^^#: i: M ^ o T V ^ -5 . 
[0 0 19] 
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t hIL-6S^#:$:=i- F-tScDNA^r^t? $ KpIBIBSF2R ^^m^^i^m 

m (E.coli) (1989^) 1 ^9 BiiX'jimnm^^'^jimjimnm 

m^miZ. HB101-PIBIBSF2R tLX. Slt#-tFERM BP-2232i: LT^^/<y?. 

[0 0 2 0] 
1-3. mgplSO ^<*; 

^%(Dti^$>^„ :i(Dtn.mtepl30 tm^-t^^tlz^ij^ iL-8/lL-6S^^!|c^-a- 
#:©gpl30 ^©^-^ Has LT IL-6(D^i^#6!i?S'[4(Z)MSg|^^or)'e» S:ig|^-r S 

3® j:e>35cJn;^^ LTli, AM64tn;#: (#^^3-219894) , 4B11^#:S J:Uf2H4 
tlL^ (US5571513 ) B-S12 tn.i^^J:m-?mi^ (#^¥8-291199) ;fcifA^#{f P, 

[0 0 2 1] 
1-3-1. gplSOCDMi^ 

[0 0 2 2] 

it. ifi^mn(7)mi^tfLmiiLxmm^n^gpi3o g>c^#^m0^K5gi#-^EP 4 

11946 {c^aR$tifclL-6g^^ite^/T^ y^iH^^J$rMv^^ri:^c j:oT#^ 
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gpi3o (DMB^m^i^^ck^omm^^ ^ -^izmxLxmm^^m^mm^mM 
*fe> gpi3o ^lembTVN^Mfls^gpiso m&mii&<Dm.&mi<Dm^mBM^ 

^^^^M ^ b T M V ^ T tj i V ^ „ 
[0 0 2 3] 

1-4. mi^m^^^^^v y^-'^owm 

m-f'omm(Dmm. m^\t. v^?^.. ^vh. /^i^:^^-^*^^eM$tlSc 

J:Vnt)n^o M^i^miZit. m^¥tfLm^?BS (phosphate-Buffered Saline ) ^ 

m^it. yu^y h%±Tt^^^^>h^mMm,^v. iii?Li&#fic 4-210 

0 [0 0 2 4] 

frjf B:$fe^*Hfla ife-^ S n S ftfeT^ ©S^JiS lihXCD ^%mm ® ^ X □ - vffllg 

, -tXK. <ck^(Dm^ (DWiMi^. m^U. P3X63Ag8.653 (J. Immnol. (1979) 12 
3: 1548-1550) , P3X63Ag8U.l (Current Topics in Microbiology and Immunol 
ogy (1978) 81: 1-7) , NS- 1 (Kohler. G. and Milstein, C. Eur. J. Immuno 
1. (1976) 6: 511-519) , MPC-11 (Mar gulies. D. H. et al., Cell (1976) 8: 
405-415) , SP2/0 (Shulman, M. et al.. Nature (1978) 276: 269-270) , FO 
(de St. Groth, S. F. et al., J. Immunol. Methods (1980) 35: 1-21)> 8194 
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(Trowbridge, I. S. J. Exp. Med. (1978) 148: 313-323) , R210 (Galfre, G, 
et al,. Nature (1979) 277: 131-133 ) ^*^^5il:deM$*lSo 
[0 0 2 5] 

, ^JV:^'T-^y^(D:&^ (Kohler. G. and Milstein, C. , Methods Enzymol. ( 
1981) 73: 3-46) ^fCS^ DT^f e) 3 i:*^T'^-5„ 

mmmm^vmm^ti^. m^iS:mmtLxitm^it. >KU3i5^i^>yi;zi-;i/ 
(PEG ) , ±y^>{^^jv:^ (Hvj ) ^tiimm^ti. mzmmi^^*)m^nm^ 

[0 0 2 6] 

, m^it. wm^:^u~^ms^n<DmMizi^mmpmi64ommwL. mem ^mm. 
, ^mi^^itim (Fcs ) ^(Ditmmm^mmt^zt^v^^. 

u^L. ^«?), 37x:nmizmm.Lr^PEG mm. m^it. ^*&:$}-^*iooo'-6ooo@ 
0 M®PEG mm^mn. 3o~6o% (w/v ) (Dmrnr-mML. m^-r^:itiz^-ox 

m^kmrni^. M^t^hx±m^m^'t^mw^mvMirz.tiz^ijj\^^v k--^ 

[0 0 2 7] 

^m/^^zfv K-vii. mm<Dmmmmm. Pix.ii. hat mmm (n^^^y 

^tiSo ^^AT ^mmx(D^mt. ^mtt^/^-c^v \^~^&.^(Dmm (# 
m^mm) f)mmi-^<Diz-\'^tj^mm. mmmu-mmmmmt^o ov>-e> m. 
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[0 0 2 8] 

^?:m#LT%J:V^ (BI^#fFmi^^Sg#-tWO 93/12227 . WO 92/03918 , WO 9 
4/02602 . WO 94/25585 , WO 96/34096 , WO 96/33735 » 
[0 0 2 9] 

[0 0 3 0] 

m^it. miL-6^m<^mi^m&n>(zrv \^-^ (Dimmit. #gi¥3-i39293icii 

nm^<itl^Ml T@l #3 #) IC, ¥^2 ^7 ^lOHlC, FERM BP-2998tbT 

^7:^ (H^ic^^r^) (Dmi^mz^KhxmyK^m. r<z)jK}!K*^e>PM-im#$:ffi 

%BM-Condimed Hi (Boehringer Mannheim ^) •^;tRPMI1640^:^, A^^U F- 
VSFM (GIBCO-BRL ^) . PFHM-II (GIBCO-BRL M) ^"e^^b. ^CD 

[0 0 3 1 ] 
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1-5. mm:^mtn.i^ 
^nm^m^^xm^^-^t^mmxmfri^^m^^^^ :i tij'x^ ^ m^it. cari, 

A. K. Borrebaeck, James, W. Larrick, TERAPEUTIC MONOCLONAL ANTIBODIES, P 
ublished in the United Kingdom by MACMILLAN PUBLISHERS LTD, 1990#M) o 
[0 0 3 2] 

— VZ/'^^ib-^ (Chirgwin, J. M. ^, Biochemistry (1979) 18, 5294-5299 ) 
, AGPCiS (Chmczynski, P. e>, (1987) 162, 156-159 ) ^JCjtD^RNA SrP^L 
, mRNA Purification Kit (Pharmacia Jg) bTmRNA$:il^t"So 
, QuickPrep mRNA Purification Kit (Pharmacia Jg) 3 ^ i U mRNA 

[0 0 3 3] 

^#e)tlfcInRNA*^e>55^te^^^$:ffiV^T^^t^^sV MJ^OcDNA$:-^^-r-S, cDNA®-^ 
WL\%> AMV Reverse Transcriptase First-strand cDNA Synthesis Kit^$:MV> 
X^Z>Z.}L1S^X^^. ^tcL. cDNA®-^^fe<fctJfittl$:ff •5{C{i5'-AmpIi FINDER 
RACE Kit (Clontechig) feitJ^PCR V^fe5' -RACE m (Frohman, M. A. P> 
, Proc. Natl. Acad. Sci. USA (1988) 85, 8998-9002 ; Belyavsky, A. Nu 
cleic Acids Res. (1989) 17 , 2919-2932 ) ^mm^t ^ :iili3^X^ m^tlt:. 

?CR mmtt^^^mt-r^DM mfi^mm^. ^^^-dna t^S:^^^, ^^iz. 
citij; ^)mm^<^^-^i¥^i^. i^mmmizmALxnn--^miRLxmm 

[0 0 3 4] 

Bmt-t^tiii^(Dy M^S:=i- K-r-&DNA 7b^#^tititf, Zti^mMcDirLi^^ 

nmm icmm srri-K-rsDNA iij^mv. z.ti^mm^^^-^m3!^72^tJo 



ffilE#^ 10-303 81 89 
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16 ^ $ -Br ^ r -e ^ S o 
[0 0 3 5] 

1-6. ^n^mi^ 

iz^m.ht^m.m'f-mm^mtriii^. m^it> (chimeric) \^hmit ( 

Humanized ) m^^^mX'^^o Zltl b®Bfe:^m#^li, g6^<D^gS V^T|g5t 

c 3- F-r -5 DNA nmmh. ^-'izm.^j2<AjX'^±\zmA 
hm^^-^hztiz^vmhti^ (gJc^#fFmM<Ktr«-^EP 125023 , m^nm- 

ffil^i^B€#-^WO 96/02576 #m) = 3 ©ge^(D^^$:fflVAT, ^^mizmm^£^ 
[0 0 3 6] 

dr^9PM-im#J®L miB^m m.(DV Fi--SDNA ^^tizf 

Ktt, #>!rpPM-k3feJ:DfpPM-hli:^i&$tl, r <D :^ ^ K ^r^f S:^® 
Kl^, National Collections of Industrial and Marine Bacteria LimitedlC> 
1991^2 HllHlC, #^NCIMB 40366 , NCIMB40362h LT y^*^*'^^?. h^^lca-:5 

^Hl^«^ffe$tlTv^§ m^mw^mm^tkm^^m 92-19759 #m) o 

\:LVmit^W\t. (reshaped) t h^^i: tl> hJeA^<Z)PilLl» 

ife. fe^^lfV^XirLfzlsOffi^'ffi^^M^ (CDR; complementarity determining 
region) t: hJn;#:(Z)tBffiffi^^MJic^^<a Lfc t^(^T'fe U , ^(Z)-Jl56?j:&a 

^^Mil^#^t)^e>tlTv^-g> {mmmm^m^Amm^^? 125023 , Hi^#ffffi 

ii^g|##WO 96/02576 #M) » 
[0 0 3 7] 

;R#:61;tCli, ^ y^^ii$.(DZY)Yi UlLh^W-O^y \/-I^^~^W^ (FR; framew 
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ork region) ^mmi-^ ^Olzm^Lt=.mk Wi^i^. ^t^UiZy^-- A- ^ y zf^ 

#ifajM^gi##EP 239400 , m^ii^mmm^jkm^^m 92-19759 mm) « 

y^$:fi^LT=bi;^^ (Sato, K.et al.. Cancer Res. (1993) 53, 851-856 

• ) 

[0 0 3 8] 

mtVXit. C r*^^tfe>ti. C Tl , C r2 , C t3 , C r4 Sr-^M 

*n;<!|£ffi5f5®7l^-AC7-:j7^^ (framework region; FR) iS^XJ^C MJic*^e>3&tJ 

^^'^pJf e>tXS (HI^#fFmM^^##WO 92-19759 #M) c 
[0 0 3 9] 

sissE(Dj:oizmmLt^tfc^m^'f-it. ^^(D^mzj:ij^m^'&. mn^^z: 
"tcDS' mrmz:i<vk ty^-r^v^mmmzu-^^nitczdM 
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human cytomegalovirus immediate early promoter/enhancer ) ^^\if ^ Z. 
[0 0 4 0] 

T>'i7>f ;i/x40 (SV 40) ^®'^7>f ;i/:^:/n^-^-/x>A>if--^ii hniD 

>>5f-t/3>7T^iJf-l a (HEFla) H <?)lft?LS«HBSffi3f5©^n ^ - ^ -/ 

m^it. SV 40 :/D^-^-/X>7\>-9--$:^Mt-€>^-^, MulliganP>©:& 
0 ^ (Nature (1979) 277, 108) , ^fe, HEFl a ^- ^5? 

Mizushima h(D:&Wi (Nucleic Acids Res. (1990) 18, 5322) 

[0 0 4 1 ] 

ItZfU^-^-HLXlt. lacz:/n^-^-, araByn=e-^-$:#tf «>r i::^* 
-e^So lac2::fn^-^-$:^Mi-^«-^, WardP,©:^^ (Nature (1098) 341, 
544-546 ; FASEB J. (1992) 6, 2422-2427) , araB^n ^- - 
^ , Better e,©:;^^ (Science (1988) 240, 1041-1043 ) lC^J&x.li J: V^o 

^-n-. pelB^^*:^;i/I2^J (Lei, S. P. et al J. Bacteriol. (1987) 169 , 4379 

^mmiZVyit-JV\^ (refold) LT^fflf-S (M;i«. W096/30394?:#m) o 
[0 0 4 2] 

m^f^MtLXlt. SV 40 , jiiVyt-'^^>( J "0 >{ 

n-"T'i^'f (BPV ) ^(^[)fi5fl®tJ(D$:Mv^S3i:7!)^T'#, §e>lc, ?i^MJiS 

i; Fh 9^:^:7 x9-if (aph ) (tk) 
:^ffi^^-9->5^>^^T— >3i^:^5}^U h^>:^:7i'5-if (Ecogpt) ^-fe^^- 
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, p\i]^ummm^mm (dhfr) ae^-^$:-^t/^i:*^T'^€>. 

So in vitro^j:0:in vivo (DM^^fr^^^o in v 

[0 0 4 3] 

Sn ms^mfkyx^m, (^^ mm.mmm m^nt. cm m<; . ^^n-';^ rh 



K (baby hamster kidney ) , HeLa, Vero. (2) M^H^M, 
V:f^iS3L}\,9^Mmm. feSV^^i(3) MA«, M;t{i, sf9 , sf21. Tn5 
tlTV^Sc ffi^^J^ilLTtt, Nicotiana tabacum fijf^OMJB&^^^^^lT U 

(Saccharomyces ) D ^ -fe • -fe i/X. (Saccharomyce 

s cerevisiae) , ^i^m. m^\t7 7.m (Aspergillus ) 
r:^^;i/^'i7::^ - —iS— (Aspergillus niger ) ;&H}&^^^tiT V\S„ 
[0 04 4] 

, (E. coli ) , ^&^ay^>^^e>tlT^^-5„ 

^c:^^ev^^Te>c MXit. m^WLtLX. DMEM, mem. RPMI1640, IMDM$:^M"r€>3 

iiA^T^, 4^fi&M?i (Fcs ) ^(Dstrnm^mm-t^zt^x^^. tr^. m 
i^M&^^mALt=.mm^m<i^(Dmf&m^^-tz.inzj:i). in vivo {zxtfo^^ 
m^Lx%^\,\ 

[0 0 4 5] 

in vivo ®:g^^i:bT{i, t&i©$:^fflt--5li^^^ffii^$:'gM-rSjg 

So 
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-5) (Vicki Glaser, SPECTRUM Biotechnology Applications, 1993 ) „ ^fc> S 
[0 0 4 6] 

J\/=^Z/^h^yy^Vj^ — yi7^^lzmmhX^^\^\ (Ebert, K.M. et al., Bi 
o/Technology (1994) 12, 699-702 ) » 
[0 04 7] 

i} ^ ZUlzm^lk^'^. Z.(Di!J>(:n(Di^m^^)^M(Dtfii^^n^ (Susumu, M. et al 
., Nature (1985) 315, 592-594 ) „ $^IC, ^ Azi^m^^^^-^^ 
jt-e^^rffii^^^^M^^^-, M^lSpMON 530lC#Ab, r O ^ ^ - Agroba 
0 cterium tumefaciens ©J:^:&A^^7^i; TfC^A-t-Sc Zl © A ^5^ U T ^ 

, M;iliNicotiana tabacum lC^^$-&, 2[s:^ 7^?=! (DJIJ: U mM^^-f^^^rfiS ( 
Julian, K.-C. Ma et al., Eur. J. Immunol. (1994) 24, 131-138) „ 
[0 0 4 8] 

±7l(D^t)iZin vitro^fcltin vivo ©M^^lCT^^^c^rM^t* S^-r. Ui^ 

mm (H m) i^tcit^m a m.) ^n-y^-t^mk ^m^iz^M^^^-i^M^ 

^2i^T^±$:l^^?^M^il$-frT*) j:v^b, fe-5V^^±H ^J3j;tJJL ^^3- K-t 

^DNA ^#-^D|§3K/<^'^-^CM«^^2.^T^ ^i±^?^K«^^IS-&Tt;J:V^ (ffll^ 
4fffffl0i2^B§#-^WO 94-11523 #M) o 
[0 0 4 9] 

1-8. m^mmm 
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^^®^Ki^^T'^oTJ:V^. m^it. mi^(Dm}^tLXlt. Fab , F(ab')2 . Fv 
tf^m mtl m(DFv^mm:/'J^V>:^-X'^U^ii:t-tyy^';i^ai>(yFv (scFv 

) t>mif^ti^. M^i^mizit. m^^mm. mx\t. AV\->f>, ^^t/yx-mm 

Co, M.S. et al., J. Immunol. (1994) 152, 2968-2976, Better, M. & Horwitz 



, Plueckthun, A. & Skerra, A. Methods in Enzymology (1989) 178, 476-496, 
Academic Press, Inc. , Lamoyi, E. , Methods in Enzymology (1989) 121, 65 
2-663 , Rousseaux, J. et al.. Methods in Enzymology (1989) 121, 663-669 
, Bird, R. E. et al., TIBTECH (1991) 9, 132-137 #M) o 
[0 0 5 0] 

*-$::^LTa^$tX^ (Huston, J. S. et al., Proc. Natl. Acad. Sci. U.S 
.A. (1988) 85 , 5879-5883) , scFvJCfet:tSH m^iB^XJ^L Mmt. ± 

h^Vy^-LVXit. m:^ltr ^ J ^12~19aS*^ ^ 5& Sft^®-2fs:^/s: 
[0 0 5 1] 

scFv^rzi- K-rSDNA tt, ttriB^^iOH ^^feti, H M^^^rn- K-^-SDN 
®e)t,omM®T$ym@B^rj§:n-K-r^DNA ^^^^ ^(DM^^M^^^^^ 

^^-^-M^m^^-^xi^m-t^^tiz^ vm^n^o 
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[0 0 5 2] 

in,i^<Dmm%ii\uX. 7KUx5^i/>irun-;i/ (PEG ) ^©^SrS^^ii^-^b 

[0 0 5 3] 

i-9Mi^<D^m - mm 
1-9-1. mi^<D^m'mm 

#lfe)tl-5o zTU^^yk iJ^J^izm^'^^mi^thX. Hyper D . PORO 

s , sepharose ¥.¥.m-m\f^ti^o tom. Mn<D ^ y uxmM^nx^^ 

[0 0 5 4] 

1-9-2. St^^aSliilS 

±132-1 xm^tit^^i^<^mmm^im^ftmom^t.r^\tEusk mzx^j^f^ 

b^^, 280 nm<Dm.%^^m^L. 1 "gMl ^1-35 OD LT^ffi-t^c 



1 9 
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ELisA iz^^m^it&.r(Dj:z>izm^-ts^tt^X'^^o -r^^t.. o.im 

mmmm (pHS.B > T1 Aig/ml lC#5g?bfc-Y=¥mil M&G (lAGOig) 100 fi\ 
[0 0 5 5] 

yzfJV, fe-£)V^^i^ai: LTH MgG (CAPPELgJJ) 100 a 1 S:^.Anb, ^^ICT 

imm^i^^^^-i/ny-t^o m^^. 5000-^^f{bfcy;i/:fr U 7 7>->^7 7 

-■If^^Jat MgG (BIO SOURCE^) 100 /it 1 ^tOX. ^UiZX 1 
# ^-h-rSo aM^?g$:inx.^>=3rrL^-i/3>(Z)^, MICROPLATE REA 

DER Model 3550 (Bio-Rad |g) $:MVNT405nm T'CD®3t^ ^rSlI^ 

[0 0 5 6] 

1-10. m#^Jg^^(Z)IL-6T>t5f rJ-J^ h 

, Brakenhoff et al., J. Biol. Chem. (1994) 269, 86-93 , V^^iSavino e 

t al., EMBO J. (1994) 13, 1357-1367 izm^^ tltc ^ 0 tf^mVf ^tl^, 

[0 0 5 7] 

It. WHATIF (Vriend et al., J. Mol. Graphics (1990) 8, 52-56 ) S:fl§V^T-?■ 

i^^n- ]^-tsm^^i)m^n^o :iti^smizjd;\^xmmt^mm.^^^'-izm 
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IL-6© cfrfntStt -5 r i: :«)^T' ^ o 

[0 0 5 8] 

it. 4#gg¥7-324097. #^¥8-311098j3<j:tJ?^H#f|^^^US 5210075 3 

© ffi V ^ T SS 5t -5 r t T ^ S o 

[0 0 5 9] 

2. iL-ey > j? J-;^ h 

^FS't^Z.ttt'X'^^. m:^li. IL-6^fe#1^MJi^MH60.BSF2 {CIL-6$:^}{III L, IL 
[0 0 6 0] 

ht^mmiz^^v. mm mm(Dmmm^wm't^^tizj:ij^^zt.f)^X'^ 

-So 
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[0 0 6 1] 




[0 0 6 2] 

:^m^mmt^z.tf^^x^^^ m^m^mit. -sjco^^mi H^r.vo.oi . 
s A^e,ioo ns<Dmmx'mitti^. m^$>r.^ji -looo mg , ^sl< 

ti5 ~50 mg ®i8#4$:31.st3^:^)^T'^^, 
[0 0 6 3] 

(HSA) , y;ut.>-;i., L 

[0 0 6 4] 
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[0 0 6 5] 

mmm^ . ■ 

eroium butyricum) ©fg^^«2:2.5 mg/ml i: i e) ICiH^TfL^i: Lfc^> 
C57BL/6 ^iai'l4v^7>^{C-^O0.2 ml ^r^T^MbTmiS^^^r^fo fc„ 140^(C 
^S69^i^7KlcMbfclO mg ©^nA^^y 'i^A - 7'^U:*A (Mycobacteroi 
„m butyricum) (Z)^^?E«^, ^fflS-^^V b^N->y F (foot pad) IZ^T^MLX^ 

jd^^mULf^o 2Ammmz:&^(Dy V hAv F (foot pad) S»$:M^b, MM. 
[0 0 6 6] 

l^^#bfeo nyhu-)vmiz\t>(Vi^-(^t>m^X^^^vVisG (kh-5) 

[0 0 6 7] 

YamasakiP,®^^* (Science (1988) 241, 825-828 ) lCt^VN#^nfcIL-6^W 
#:$:n-K^ScDNA$:^tf^^>^5 FpBSF2R.236$:ffi V^•r, PGR ^ICiUpr^-l* 



2 3 
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IL-6^^#:$:'f^fi£b7^o t;'"^ 5 FpBSF2R.236$:Sgi^^mSph I T'M^bbX, IL 
-S^^^cDNAS:^. Z:4x$:mpl8 (AmershamSg) lCifAb;fe:„ IL-6^^{*:cDNAtC;^ 

>trhD$ri.-i?yai:^t/:;^.i/::^5^A (AmershamJ^) iZ^*)^ PGR ^feT:IL-6^^ 

Wcmkiz^m^^Aht^, ^CD^f^lcJ: K>j&^T^ y ^345 (D&U 

izmx-^n. '^mmh-6^^i^^ n - K-r-&cDNA*^^i?J^^;to 

[0 0 6 8] 

qT^felL-BS^^cDNASrCHO Mfla-e|§^-r'g>fcjibtC. KpSV (Pharma 

cia Sg) ^ ^ FpSVL344 S:#fc„ dhf rCDcDNA5:-^tf ^ F 

pECEdhfrtCHind Ill-Sal IT"©^ b:f5r^ttIL-6S^#:cDNAS:# A L, CHO 0flg 
^m-:^^y^^ FpECEdhfr344 ^mt=.o 

lOfis (Dzf^y^^ FpECEdhfr344 $:dhfr-CHO||Hflg^DXB-ll (Urland et al., P 
roc. Natl. Acad. Sci. USA (1980) 77, 4216-4220) /l/t^^ 2^-7 yi- :7.'7 x.^ 
htfc^^fe (Chen et al., Mol. Cell. Biol. (1987) 7, 2745-2751 ) (C J: »J , h 
v>^73i^^hLfec h^>>^:7 3ii5' h L^cCHO ^Hia^rlmM ^ >, 10% S 

^Fcs . loou/mi i/U >fe<kt>*ioo /i/mi <Dx M^:;^ h v'^ 

[0 0 6 9] 

>S:#fco ZIOCHO ^Jig^7 n->$:20nM-200nM(Z)tiS^(Z);i h M/^iT- h (MTX 
) X^i^mV. H hnr^ffilL-S^^M^CHO *fflJ|g^5E27$:^#fc„ CHO MJiS^5E27 
$r5%FBS $:-^tf-r>(.Z3->^3j(^^5f;i/^n^«?K (IMDM, Gibco M) T'^«bfco 

o 

[0 0 7 0] 

##M2. b hmiL-6m#^g)iii^ 

lOjtig ®M^MlL-6 (HiranoPj, Immunol. Lett., 17:41, 1988 ) 5: "7 n ^ > 
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x^V^i^'U 3-;i/1500S:^VNT5xD-vMJia=^P3Ul^i6-^$ii:;t„ A-f :/U 
K— "^^HAT ^#?|^S:MV^S0i^C3D:?^^ (Selective Methods in Cellular Immu 
nology, W,H. Freeman and Co., San Francisco, 351, 1980 ) iZ^-oXMIRL. 

[0 0 7 1] 

i-^st)t>> HI^^^KU tfn;i/$gG)965rtT>r ^J'n:;^!/- h (Dyna 
tech Laboratories, Inc. jg, Alexandria, VA) $:0. IMg) carbonate-hydrogen c 

arbonate^ft?^ (pH 9.6) cfitJlOO /t 1 ^W.^ ^ 7^1% (10/il/ml, Cooper B 
^ iomedical, Inc$g Malvern, PA) {Cj:y4 'CT— Bfen— h Lfco — 

h$:100 ytil ® 1 %'5'i/jfli?iT;i/::^^ > (BSA ) Sr-g-tJPBS lCct*J^^aT?2 

[0 0 7 2] 

3tl$:PBS 100 ^1 CD/A-f^U K- V^#_h?tS:#7X^in^, 

4 X:iCT — ^^i'^- h Dto h S:Sfc?§^LT, 2000cpiB/0.5ng/well^ 

l^'^-fy^y ^ — (Beckman Gamma 9O0O, Beckman Instruments, Fullerton, CA) 
tC^^^MH166.BSF2*'J#P>ti;t„ ^A-f F- v^'^ffi^-T '&miL-6SiOTl66 

iilgGl /c -f <5o 

[0 0 7 3] 

OV\7:\ IL-6^K#ttVi^7X7N-Y^y F- x^i^ n - >MH166.BSF2S:M V^TMH166 

^cj:^7^-ryu F-'x'<^)if5ilc59-r:5tfJ5FD?S'ffi^M^:t= MH166,BSF2iliSg^l x 
10V200 itiiMi:3&-& <fce)fc^^?iL, 3tiJCMHi66 ifiW^^ti'^>'f)\/^lM^. 

48^ra^#b. 15.1Ci/mM CO^f^^J/^ (New England Nuclear, Boston, MA ) 

(Labo Mash Science Co., Tokyo, Japan ) -e^Sbfco 
I3> b n-;i/t LT^7-»?-^^IL-6^^;#:$:Mv^feo 
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[0 0 7 4] 

Hirata^®:^^ (j. Immunol., 143:2900-2906, 1989) IC J: U 
mWl8$:CNBr}Cj:y?S^4ft$^fe-fe7TO-X4B (Pharmacia Fine Chemicals 
Sg. Piscata..ay, NJ) j:^# g)^:&{C Lfe;b^o T^^gjj:. IL-6l/-fe^jf- (Sc 
ience (1988) 241, 825-828 ) \LV%:sLU-^mUm2%^^nV^ 
V-y (Wako Chemicalsjg) . lOmM h U oi^ y ^ > (pH 7.8) ^j:t;o.l5 

n^nVK (Wako Chemicals^) (e^^hr:^^®?^) T'^TmbL. -fe^TO- 
:;^4Btf-X^:^^$i±;tMT18Sl#:^^g^L7te -^0=^, tf-X$: h - 

[0 0 7 5] 

BALB/cv^7;^S:3 XIO^ M®U266«;&^e>Wfe±fBg|J^«MlL-6S^^T'lO0 

. 5 XIO^ MCDU266M^35S -^5^:^-> (2.5mCi) -QWMX.. ±MV^V- 
>^«T' nr^-fb Lfcc «Tmt; bfcU266M$:0.04ml^i©-fe7 ^ □ ->^4Btf- 
Xi:M^$i±fcMT18m^i:^g^L. ^'=^h->^«?KT'6 la^y^U 0. 

l^^\(DV^V:^ymmW. (PH3.4 ) {Cj:u35s ^;rn>^^iL-6S^^^^ 
ffi^i^. 0.025inl OlM Tris (pH 7.4) T'tfijFOLfe„ 
[0 0 7 6] 

0.05ml®A^:/.; K-V^«J:?t§:0.01mlOProtein G -fe^yn-X (Phrama 
cia m iLU^\.f^. ■fe:7TO-:;^§:±fBT'^SgLfc0.005n.l 

mm^j\-C^V K-v^n->PM-i^^3iLfc„ y\-f :/u K— 7PM-i7&^e>M*$ 
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[0 0 7 7] 

iiigb (Hiranoe>, Immunol. Lett., 17:41, 1988 ) , b > - A> ^ 

(New England Nuclear, Boston, MA ) ICi:^^^^ I^^bfc (Taga, T et al. 
, J. Exp. Med. (1987) 166, 967) . 4 XlO^ M©U266giflS$:100 ^iOM^fc 

immiL-6(D^^rx^^mzx. i ^r^. 70% (v/v ) (d/\^ f-vpm-kd 

0 jtti (Dv-<^^n7n-i^'3j<Ux5^i/>5^3.-yic300 ^i ®FCS ±icaMb> 

[0 0 7 8] 

Saito, et al., J. Immunol. (1993) 147, 168-1731CSB«®:&?£1- J: U ^ '^'^ 

^(Z)««±»*^?>V'i7 7.Hr^'l4lL-6^^<*:RS12 (±l3Saito, et al#M) t. 
Affigel 10^}]^ (Biorad) icg^Lfcr^^ -T^-'f -:^J^A$:ffiVNTV^7:;?>oI^ 

-ft I L-6^^^ « b o 
[0 0 7 9] 

m b nfeVi; >^ ^^1411-6^^^50 M g $: -7 D -f > b ^^T i;^' > F i:?^^ 
(DmmmmZ XIO^ Xio"^ ^OVt^X^nia-vMFSUlilBO^i (DPEG150 

0 (/<-u>5ff-v>7N>f A) ik^'b^'^rnmiz^^)mmm^-^-^r=-^^ hat 

[0 0 8 0] 
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□ - > $:MR16-lili&#t-tfco 
[0 0 8 1] 



$:MH60.BSF2 MS^ (Matsuda et al., J. immunol. (1988) 18, 951-956) 

m/200fil/^3L;Viltj:^J;:^lzm^Vt^o 3 0)^1/- MclOpg/ml (0'=?' ^ 
ilMR16-im^*^t fc«RS12K^$:12.3~1000ng/ml ^MK-XSIX:^ 5% CO^X^mm 

i2.*^$:M^Lfcc ^(Z)^^MR16-ltn;#:J*MH60-BSF2 mS^C^h^ Vym^^^n 
LfeA^oT, A>f >''y F-"x'MR16-l*^M^i-Sjn;^li, IL-6®IL-6^^#:lC*f 

•r s *g I® « -r -5 z: i: ^ ^ ^ o , 

[0 0 8 2] 

[^^<Z)^*] 

. ^^Eom^^ Stt^^J^I^^. Ml^liiiit^, ^Mffi^itl^l*fe«Thtr-'l4>S 

[0M©m#^^^] 
[01] 

01 tt, ^=^S^f^i:ll©JCMR16-l5:S#Ufcf^©, MIB-KD-^^ :^m%m& 
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^f^JS KH-5 MR16-1 MR16-1 MR16-1 
2nng 0.125mg 0.5mg 2mg 
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